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<£ ^^-r £ S o o 

5 (l) >^m^J^WbT7 fc ct^^^^ >fe#14S©^;i' ; &>#fe#tt^ 

(2) ^)v=E>^m^WLH-Rummwv$>^±m en mo^j, 

(3) LH-RHl»^LH-RH7^-XhT^?)±f2 (2) fBtfcC98<J> 

(4) LH-RHiWS 

10 5-oxo-Pro-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

[jS^K YteDLeu, DAla, DTrp> DSerUBuK D2Nal ^J:^DHis(ImBzl)/6^jl 

tinsis^, z « nh-c 2 h 5 £fcte g i y-NH 2 z^tn^n^T] tgtisns^^ 

^ K 5 ±§B (3) !B«t<£>£iJ, 

(5) LH-RHfW 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH- 
15 C 2 H 5 £^«CD@lEM^&£±iS (3) fB«CD#J, 

S^J^^WT^-tta (l) IB«<£>3iJ, 

( 7 ) mtMHWCDE g f ^rc«^n^HMWtiwi-(DS'i4^w-r^^M 
20 ¥ ^r^\^nt.mnm\zn-(o^^-r^mwx^^±M (6) ibus©^ 

25 (10) ^;i/^>^#'M(7)*;i/^>#^#'l4^^^^iiM^i±^)^^CD 
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(i 3) *)is^>&mm&&z$mmmmmT&tzte^<D^fa(Dttm&mm'T 

io (14) y&mm&m^x^^yfcft&m^^yimft'&^n 
(i 5) *)i^>&Mm&£tffflmmnm^fr\z^<7)^fc<Dtfm&m^ 

is (i6) y&mm&m^T-fc)^ >fe#M»*)i^>#fe^M^ 

20 (18) *J^>li^LH- RHKi#TS5 ±IB (1 1) > (12), 
(13) > (14), (15). (1 6) (1 7) SBttO^ffi, 

(1 9) LH-RHiW 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro- 
NH-C 2 H 5 £fcfc^£<&^B£&T?£5±fB (18) SH«cD^rfe, 
(2 0) jfflfl&itmHW®EGF^fci^n<h^KWtc:^--©fi5ft«:W-rs^ 
25 (2)i->V3.U>^fc^ntllMW^|wI-©ffi'&^WT^>^lMS^«(3)F 
GF*fc«^n<hHKWlC|ll-©^14^WT^#lK-eS^±fB (13) > (1 
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5) (17) SStfeO^fe, 

T&§±ie (7) fzmnm* 

(22) mmmmm^^f >~>^ u >sfcte^n<t^s*i$£i^— cos^s^t 

5 £^iCT&£±fE (7) iBIKtf)?^ 

T£&±fE (7) IB*£<£>3t 

T*S±1E (2 0) IB«feO^?i> 
10 (2 5) jSfflM*6@W-r >yaU >*fe«- J E-ni:^HWtcfB|— Ofl&lt&WT 
£$)5tT$>£±fB (2 1) IB«0^, 
(2 6) jfflH&limHWFGFSfc«^ni:^flWt^— <D^^-rs^K 

7?*SJilB (2 1) ffilKO^v 
(2 7) E G F S fctt* nt^SWfcPI-OflSttSf EGF^fc 
15 «/\l^U> (HER2U#>F) -e$>^)_bf2 (7) (2 1) ffi*c©£'J 

->^U>. 1GF-1 ifcttlGF-2t?»5±fE (7) (2 2) gB*©?PJ 

20 (2 9) FGF^fe«^n<h^KWtCll]-^S'l4^W-r^^M^\ a FGF, b 
FGF, KG F, HGF*fcliFGF-10T*4±IE (7) (2 3) fEft 

(30) EGF^rM^titmnrnzwi-^m^m-r^m^, egfj;; 

\*/\U>fV> (HER2U**>F) T&£±IE (2 0) (2 4) bH«£0 

25 39, 

(3D <>yau >^fe^nt*MW^iwi-^'i4^w-r^^K^\ -r> 
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->d!U >, I GF-1 Sfett I GF-2T-££±tB (2 0) 3: fete (2 5) iS«cCD 

(3 2) FGFS/c^n^HMWtdJSI— ©?£tt£WT5^St;^ a F G F , b 
FGF, KG F , HGF£fc«FGF-10T&£±i2 (2 0) (2 6) IS 

5 M<DM, 

(3 3) fWEGF^ft. Al^U>^£# (HER 2) , <>xo.'J 

fcteF GFg§#- 2-C=$>^±SS (6) fE*c<£>g'J, 
(3 4) «^EGF»> Al/i/U>SS# (HER 2) , -OS^U 
10 >^#:- 1, -f ><>3.U>£«#-2, I GF«, FGFS«#-1* 
fcteFGFg^#-2-Cfc5±fB (13), (15) (17) fS^O^ 

(3 5) S^^P^>>^^— ^'I4^WT^>±IB (6) S£*c<7)$<J> 
(3 6) $^ft:^P'>>^^— t?^*W-rS±B2 (13), (1 5) 
15 (17) fS«£>;£8U 

(37) mmiimm, mmm. f-nrnM^tcmm^^^^u o) , d 

0), (11), (12), (13), (14), (15), (16) Sfcli 

d7) ttm.<DjjfeU£&&&'*z>* 
20 mw&ft&fc&wR 

@2lit b ffjiJ&*®*tt (Z^mi^f - 5 7 > F a y >tetn;£*5 D -> > 

25 
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#>Jx.«\ ^fil^)3 0 0^4 0, 0 0 0, £?£L<m<J4 
0 0-^3 0, 0 0 0, $b(«L<ii85 0 0^20, OOOO^Jl/^E 

mfamzte. nmzf&^^yfo&^^y clh-rh) , xxbn^> 

>Hn-^r>^^^J vT/dT-ni >§t^ (Cyproterone acetate 

) ) , yu^^-^mmm. 5 a-v^z^-wmm. ut— -r> 

H) , J§14tfjWt>{g;T8K ^tetf^^teTflJ* 7°p^^5 1 >, x'JXntf 

Sc*;i^>, /tyyuy>, *uu->hx>, #xhU>, -fe^ 

^^/7! sfy^ t h^-(4zf7- K hDbf>, X>HJ1/^-^ 

^AijX MM14H^> WWIf. ffi*«5EH^. 3nz-ilHf. 

fu, mm, «8&* . mmm w. mm., mmm^ zuwm. 
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10 TfeS. 

LH-RH^##©^#0iJ<i:bT«, 0!lx.fc£, HJ - h ;* > h ^ X G 
n R H 7to^:D>h7A"y7> 7>F A°— ^--r (Treatment 
with GnRH analogs: Controversies and perspectives) (/^JU^r/ > A"7*U 
yi/>tf ?JV— 7° ($0 (The Parthenon Publishing Group Ltd. )58fT 1996 
15 . 4#M§ 9 3 6 3 4 9^ 3- 5 0 3 1 6 5 3 - 1 

0 1 6 9 5^, |W]7 - 9 7 3 3 4 ^t^O-p] 8 - 2 5 9 4 6 0 ^^fgfc if^fE 

20 btl'So 

LH-RHS§2*#£UTfc£, LH-RH73''X hlfc(iLH-RH7>^ 

^ cn 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro-DAla-NH 2 
25 C^*, Xtt N(4H 2 -furoyl)Gly NAc Att NMeTyr, Tyr, Aph(AtzK 

NMeAph (A tz^^jite^^ B DLys(Nic)> DCit, DLys (AzaglyNi c) , 
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DLys(AzaglyFur), DhArg(Et 2 K DAph (Atz) te&Zf DhCi ^bI«n§M^« C 
^Lys(Nisp). Arg hArg(E t,) ^n^n^T) ^fo$n5^f 

LH-RH73-XhtlTii #J;L«\ -J&it [II] 
5-oxo-Pro-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

YteDLetu DAla, DTrp, DSer(tBu), D2Nal *>=WDHis(ImBzl)^6iI 
JinSSS*. Z « NH-C 2 H 5 G 1 y-NH 2 fc^-n^n^f) TIt)$n5^7 p 

^HSfeli^W^^ffl^enS. *!#{::, Y^DLeuTf, Z # NH-C 2 H 5 

(Ua-7 s n|/'J» (&U g£®Ufi&£) (5-oxo-Pro- 

His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CA^fe^WB^Bt^dWiiTfeS. 

2 etc, *ji/ ; E>^JitTH xxhay>^ij> hpy>*stn:$a 

^ h\ ~>;7 0 n^D>@W& (Cyproterone acetate) , 7n7^- tiPl 
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io (2) ±3E^;i' : E>^^J^^w^;i/ ; &>^^^J^^«^flaJiMH^^fc«^ 
softer* ^nfnos^i. is^&ipgft 

15 <A^fc£iI3ffiS-&5 5» 

IHBaaiiJfiH^- (growth factors) fflfl&(Dig^£(Sii-r5*&H'r&nJ£ 
«Jf<D<fc^^fe<7>T i fo<fcV^ ft=?-mtfi 20, 000 TOffi^WfKt, 

20 ©EGF (epidermal growth factor) ^tM^tltmnmzW^-^^^ 
(MX.H EGF, /\l^U> (HER2U#>F) , 

v rL ij> % IGF (insulin-like growth factor) — I. I GF-2fet*) * 
(E)FGF (fibroblast growth factor) £fc te-tni^HftHClR) — CDf£'l4£W 
25 (0»J;Ui* aFGF, bFGF, K G F (Kerat indcyte Growth Fac tor) 

» HGF (Hepatocyte Growth Factor) , F G F-10 fcE) „ 
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(D^(Dffi(Dlfflflati56H^ (#];U£\ CSF (colony stimulating factor) „ 
EPO (erythropoietin)* I L - 2 (inter leukin-2) . NGF (nerve growth factor) 
» PDGF (platelet-derived growth factor) , TGF /3 (transforminggrowth 
factor /3) , ts.Eifi$>Vf btl^o 

, mm. fowt* frvmm) > mmm. m. mm, mmm, ha^i. m 

o 

U^'J>^g# (HER 2) , -f>yaU>f^-l- <1 >i/^V>gMW 
-2, I GFS$#. FGF»- 1 SfcttFGFSIf* - 2ft.£ifi3b\i b 

-t i 7-fy> 1 PD 1 5 3 0 3 5 (Science 265 (5175) pl093, (1994)) 

ifidbM b*i£. 

R&^aifc&tf HER2|fl«5!l£:bTWu HER2(Dgtt (#J, U >S6 
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) , T>^-t>X, HER2'J#>K, /\l/{f l ) feted*! — SB 

feffi. ^L^fe©(D|5(n-r*oTt)J;^o £fe. H E R 2 u^iy*-? —ffii$<D 
j;^(;HER2 U±7°?-&mmTZ>^tlZ£-DT;, mmmzH E R 2 fet££ 

5 #JSt t o T «k c 
HER 2PMflMi£WT5{£#^fc^£LTW:. WO98/03 

5 o 5mzmsL<o^^t, ^fcrnztt. 

i_ [3 - [4 - [2 - [ (e) -2-7x-jnf-;i/] 

* > ^ * ^ > ^ * fe te*ffljfe*§ms« fe«^ © 

*fe, ^icjssi;t, K#r^^Pt^^^^ ; &-^^^^^*^ ; &>^'^ 
5-oxo-pro : tfn^Mi/^ s >mnm 

His : t7fy>5SS 
Trp : h'J^h77 
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25 



Ser : 
Tyr : 
Leu : 
Arg : 
Pro : 
DLeu : 
DAI a : 
DTrp : 

N(4H 2 -furoyl)Gly 
NAc : 
D2Nal : 
D4ClPhe : 
D3Pal : 
NMeTyr : 
Aph(Atz) : 

NMeAph(Atz) : 

DLys(Nic) : 
Dcit : 

DLys (AzaglyNic) : 
DLys (AzaglyFur) : 
DhArg(Et 2 ) : 
DAph(Atz) : 

DhCi : 



D-hU7>77 >mm 

D-3-(2-^7^-;i/) 77Z>M 
D-3-(4-^nD) 7^-Jl7 7~>nS; 
D-3-(3-bfU^;i/) 7 7^>il 

N-[5'-(3'-7S/-l'H-l', 2', 4'-h U77"'J;W] 

N-^^;U-[5'-(3'-T^ 7-l'H-r, 2', 4'-h'J7y 

D- (e-N- - zi ^ / -T ;U) U >? >5%m 

D-(7^7'JyJl/77-JW 'Jy>Si 
D-(N, N'-yXfJW*t7J^->lS 

d-n-[5'-(3'-7^ y-i'H-r, 2', 4'-h UTyu;u)] 

7xZJl/77Z>ll 
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Lys (Nisp) : 



(e-N— f V y°u tf;lO U ~> >g| 



hArg(Et,) : 



(N, N'->>'X^Jl/)^^7^^ — 



DSer(tBu) : 



D-o-(t-^;u)-fe'J >sss 



DHis(ImBzl) : 



5 -^cq^its /ssiciau mnx-m^T^m^. iuPAc-iuB3^^> 3 >-xt--7 

• ^ 3r 5~ 5. ft )V ' J — 9 V — f a7 - (Commission on Biochemical 
Nomenclature) ( 3 — P hf 7 > • v 5 ^ • • A'< ^ X h U — 

(Europian Journal of Biochemi s try) IB 138 # 4 9~3 7H (1984 ^) ) (cfc 

15 tLTffll^ili^TtS. 

(D &j & » > £> =t £ o fcffij&tf M £ ^ <o § 
$nss#tbttt. g^osst* t LTtiffl £ tit ^ £ 
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miRM<D0mtMt bt(i< mx\t, x^-t ^ >m^7'^^uA, xttu 

5 ^giJ(7)0M&0!l£LTteu |£||-fe;|/P — ait, D-^>-h- 

ffimMcD&mfcMtVTte, M^lt. ■r r >y>, ^^;nr;i^n - 

x, ^ui^^y^i^i/P— x#;i^>^a. ^DX^jMn-xth'JyA 

p— ;k 7^dJ-;k p*t?4, h^pp^tft&^&if bti§ 0 

^^U^M^-h'J^A, ^ U;i/T5 y 7°a &{b^> 
fJ^r^A, ^b^Olfhx^As tyXrT'J >^^U-izU >&Hgd#® 
20 ?£t££"J ; #J*_«\ #'Jt:z;i/7JHi-JK ^ U If x;i/t:°P 'J K #;k^>- 

25 >-] Mf^tf^ns. 

itsij©i?i^itbTtt, #1*.^ u>Kti. t»&> ^stis, ^i>i 
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i£& E (DmmWs. E ffi & £> tl % o 

-So 

10 =fc«9^fc&7^\ S3?PJ±«lc:^bTaS^0. 1-3 0% (w/w) , ff£L< 
ttftl~2 0% (w/w) . £U$?£L< te$j5— 1 0 % (w/w) 

^ic. &ftT4k&ys<Dm&) (Dammit, mm. t£#^r&> is*M£ic:<fc9g& 
mm±m\zMi^xm^mo . 1-90% (w/w) t**s, 
15 &mmmmm(D^mte, i^icmuti^o. 1-99. 9% < 

w/w) , $fJl<[i|<]l 0-9 9. 9% (w/w) , i0ff^L<(^2 0 
~ 9 0 % (w/w) T&£o 

*f&w<DM<D® J *mte* ^j^>^i^j(Z)Si, aaflaitmH^^fe^o^ 

20 *J£\ &S^ffir:£B§H££i#^>&^ (#l4 0^L8 0kg) izmmmtLx 

L H - R Hflift i&ST^bTl^i^, «i«H^£fc«^<7)^#:c7) 

BlC&l. 0-100rag/kgm i0iffJL<ttft5.0~5 0mg/k 

25 -5, LH-RHgtfftl^UTH 0»J*.fc£, ^ffi-^HG^flUESr^F"^^ 

(M4 0fj:t^8 0kg) fls^tfotLT, jf?£ L < « 1 B 1 . 0~ 
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1 0 0mg/kg*l- «fcD$f*L<teiftl. 0-50mg/.k g#:fiT-$>3 0 
~2, OOOmg/kg/I, ^L<[i^5~l, 0 0 Omg/kg/l© 

LT«» #J*-«\ 7c A^;>v> 

20 

#%0*J 1 

25 zk^b'J^ATJl/a-^A (3 5 0mg) CD ylfJH- (10ml 
) jBiSStK:, X^;i/ 4- [4- [2- [ (E) -2-7iZJHf-Jl/] - 
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4 -3-^-tM/U;i/^ N^v] 7x"JH y^l/-h (3. OOg) COvX^-Jl/ 
x— (10ml) -f h7kh'D77> (10ml) jgjSSOttSiTl/ 

O^Tl^l. S^K^i&TlBfP^^Slffc^ 7K^tP^> 
BM4teU Mx^;UT»aiL7Co «X5F-;i/Jf £7K#c, (MgS0 4 ) tit 

^X^J1/-^\4 1 1^> (1:1, v/v) *£tBg&^b4- [4- [2- [ (E) 

-2-7i-jht-;W - 4 -pd-^-tt-yj;^ b^->] 7i-jw 7*9 j — 

jl/ (2. OOg, 7 4%) £t#7to @^^x^;i/--\^tf->^b^ H B Ho $£fe£f- 
tfH. B1&9 0-9 1*C 0 
10 2 

###J 1 tmfflZLT* X^JU 3- [4- [2- [ (E) -2-7*.— )V 

T, 3- [4- [2- [ (E) -2-7x-;Ht-J>] - 4-**fWV)1' 
^ h + y] 7xZJH ^n/W-^^m/to 4X^9 4%, g^X^^-^lt 
15 >^6MI 0 i,^9 5-9 6t„ • 

###13 

##0i|2T#^n7c3 - [4- [2- [ (E) - 2 - 7xr^XfrjH - 
4-t^yUiMh + y] 7iIJH 7'O/V-^ (7 6 0mg) , hU7* 
^*7n7^> (1. 0 1g)43«fctfl, 2, 4 - h U 7 7-^ (2 8 Omg 
20 ) ©rh7tF077> (15ml) ^^(Z, ylfJl/ 7 7y7)M+yl/ 
-h (7 0 Omg) ^OtTSiTUc. lf^^SPM^. SJ^?g-&tl^7j<(C 
Mx^TffltHLTco ^xfJH^7Ki5fe, (MgS0 4 ) 

^)U-^\^+f-> (2:1, v/v) ^tHSB^^^^nsigssrgtSgx^;!/-^ 

25 bf^SflbT, 1 - [3 - [4 - [2 - [ (E) - 2 - 7 jlZZJVjl^- 

x;u] - 4 -:t=Ht N /u;i^ h^->] 7irW 7°Dtf;i/] -i, 2, 4-h 
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•JTV— (5 4 0mg, 7 0%) 
*ifeyU XAS. S1& 1 0 8 ~ 1 0 9 °Co 



(1) 




1 0. 


0 mg 


(2) 




6 0 . 


0 mg 


(3) 




3 5 . 


0 mg 


(4) 




3 . 


0 mg 


(5) 


7f7'J >^T^T^>^A 


2 . 


0 mg 



io mmm i 

mw)3-—-7uuv> mmm&jiM m) ass) 4oomg£o. 5 mi 

<&&@?j<K:?S#L7K*H?ft<!:U # U - D L -?LS? [Lot. 8 7 0 8 1 8 ; 
15 rfr^M 1 8 0 0 0 (V< # 0^y-fe;ULot. 2 4 4, 2 4 5) &cfcD?Lot. 8 8 0 
6 2 2 8 2 0 0 , ^ftfcJg 1 . 7 6 C?^ 5 ufjzf^DV Lot. 248 

) ]4g^y^OD^^>7. 5m 1 (I^b^i^^SDx.. /J^st^^-f +P- 
(3j?«J hn> tt-Vj-tiftMs X<X) T*5 6 0#P B mffcU W/OSI7JI' 

20 £:0. 2 5%*Uk-;i/7j^-Jl/7XMl 0 0 0ml tcaAL, /M^t 
i^-f If— Steffi LT, W/0/Wil?JI/ya>tt5. d©^, W/O/ 

25 3!lfc:££iSfei$T£. 
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^mm i 

5ml (D\i V iu^Jj^JS&HJJS^ LNCaP (ATCC (American Type Culture Collection 
) -ft5> P^/No. CRL1740, J. S. Horoszewicz, Cancer Res. 43: 1809-1818(1983) 
5 ) (DmmnWm (2x lOWml) £ 60mmtf)ig*]Iin;:#£b, 37T:, 5% C0 2 TT 
— feig^LfZo J^tfe^RJT^COii^CO cyproterone acetate (Sigma; Cat. No. C-3412 

) sr-atm^c^u 3Brpfl37°c, 5% co.r^mtm^r^ mm&m^is 

tc'&, iltyj-y H V ->7^- h/7x / -Jl'/^ d n*JVASi: J; 0 ^ 
mMfr <b RNA £J&itiL/io ^nb^^St- ol igo-dT adaptor primer (SM3e) 

10 ^y^y-i t. L/TlSS DNA ^r-afifc b, PCR bfco ^#M5Fp~> 

>^^---tfS¥cD#^Wy^-r^-tt, ^^---tfM^(3#tjMT?)Sr]^J 
HisArgAspLeuAlaAla £ SerAspValTrpSer (Hanks b 1988) £: t> £ b7c 0 
I # W l: H , EGFS§#i^t-1fl:Mt 5'- 
CA (C/T) (C/A) GGGA (C/T) (C/T) TGGC (A/T/OGC (sense primer) <h 5' - 

15 A(A/G)CTCCA(A/C)AC(A/G)TC(A/G)CT (ant i sense pr imer) £, insul in 

— £ *f L 5' -CA(C/T) (C/A)G(G/A)GAC(C/T)T(G/T)GC(A/T)GC ( sense 
primer) £ 5' -A (A/G) CTCCA (A/C) ACGTC(A/C)GA (ant i sense primer) <&, £fcP 
DGFg^#« + ^-if*«fctfFGFg^#^^:r — iflClfcfb 5' - 
CA (C/T) (C/A) G(G/A)GAC (C/T) TGGC (A/G) GC ( sense primer ) t 5' - 

20 A(A/G)GACCA(G/C)AC(A/G)TC(A/G)CT (antisense primer) ^^)5)cbfc. ^^I+r- 
12 MS 95°C, l min (^tt) , 40T:, l min (T— — U>^) , 72°C, l min 

te, PCRSJ»£y#p-xy;^m-» (4%) ^ic^kx^-^^A^febfc 
a^^trrbx^SL^ (mi) . ^n^n<Dmmmtemm{t<Dtc&\zm-'%i 

25 frtf) /3 -act in 9&%*£.<Difre&tb, M 1 ^CO^cfittt cyproterone acetate MWi 
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/S -act in ity°^^^—iZ 5'-ATCTGGCACCACACCTTCTACAATGAGCTGCG (sense 
) t 5'-CGTCATACTCCTGCTTGCTGATCCACATCTGC (antisense) 25 0^^1 

-tM^;i/ (95T:, 0.5 min, 60^, 1 min, 72"C, 0.5 min) ~CMW>lsfz a 

5 tf^ttTt^k hmiimmmmm lncqp mm& b u ^-»nu 10% 

^i^ii (BioWhi ttaker) £:<a£? RPMI 1640 tgife (GibcoBRL) £ 

-OfflJfe^^ 2 x 10 4 ,«/ml MLfc. Cin^ 24 well "^JU^ x^ig*:/ 
1/— H (Becton Dickinson) CD=§- wel lie 0. 5 ml ^Mb, 37"C, 5% C0 2 T 

10 T— fetB^lsfz, Z\ft\Z cyproterone acetate (Sigma; Cat. No. C-3412) , 2 x 10" 9 
~ 2 x 10" 6 M &ffife<Dmm<atsmi&'£frte cyproterone acetate <h PD153035 ( 
Science 265(5175) pl093 (1994) ; B *J»^<b^^ 1996 fl>»## 
21al4(1996 ¥3 E 30 S ^CtK) ) 10 mM &ffi7£<Dm&$tSt&i&& 0. 5 m\ DUTifr 
. 37^, 5* C0 t TT? 4 BWig^dS- well CD&fflfl&l&^n — 

15 mfeLTc (0 2) o 

20 &m£&mW£3fc»-r 5 
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if jfc cd ig m 

2 . >^IHjWL H - R Hif§>S#:T£> Z>m$;m 1 SBiScCDgiL 

5 3. LH-RHiWLH-RHT^-X bT-&&fS5i<II 2 fEi!tCDgiJ 0 

4. LH-RHsl§2»^^ 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

[i^. YteDLeiK DAI a, DTrp, DSer(tBu), D2Nal DHi s (ImBz I) bl 

Z NH-C 2 H 5 £fcte Gly-NH 2 ^tl^n^T] T^bS*!^:/ 

5 . LH-RHHift^ 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 

®-r >->^ u >&fzittntimnmzm— oft mm. &tc.u®F g 

f * tt^-n <h w iwj — o^tt £ § * z> n$zm. 6 se$ w&i. 

25 mch-r^WfLWj^I^^^T^;!/^ >#fe#ttffi'MD^ft£Si3££-fr5;£J£. 
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Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

| | the description: 

pages . as originally filed 

pages . filed with the demand 

pages , filed with the letter of 

1 | the claims: 

pages . as originally filed 

pages . as amended (together with any statement under Article 19 
pages , filed with the demand 
Pages , filed with the letter of 

| 1 the drawings: 

pages , as originally filed 

pages , filed with the demand 

Pages , filed with the letter of 

| | the sequence listing part of the description: 

pages ^ as originally filed 

Pages , filed with the demand 

Pages , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 



contained in the international application in written form. 

□ 

filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form. 

□ 

furnished subsequentlv to this Authority in computer readable form. 

The statement that the subsequently furnished w r ritten sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

I I the claims, Nos. 



1 1 the drawings, sheets/fig . 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I 1 the entire international application. 

claims Nos. 9, 1 1 



because: 



the said international application, or the said claims Nos. 9,1 1 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of claims 9 and 1 1 relates to a method for treatment of the human body by therapy, 
which does not require an international preliminary examination by this International Preliminary 
Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iV). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. . 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 9,1 1 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims 5 7 YES 

Claims 1-5,8,10 NO 

Inventive step (IS) Claims YES 

Claims 1-8,10 NO 

Industrial applicability (IA) Claims 1-8,10 YES 

Claims NO 



2. Citations and explanations 

Document 1: Medical Castration with LHRH Agonists and the Need for Combined Treatment with an 
Antiandrogen in Prostate Cancer, (LABLIE, F. et al.), Proc. Annu. Meet. Int. Found. Biochem. 
Endocrinol., 1 1 th Meeting (edited by McKearns, Kenneth W.) (New York), 1983, pages 531-549 
Document 2: Intermittent Androgen Suppression Delays Progression to Androgen-independent 
Regulation of Prostate-specific Antigen Gene in the LNCaP Prostate Tumor Model, (SATO, Naohide et 
aL), Journal of Steroid Biochemistry Molecular Biology, 1996, Vol. 58, No. 2, pages 139-146 
Document 3: US, 4472382, A (Roussel-Uclaf), 18 September, 1984 (1 8.G&8A); -tlaim 1; & JP 5-9129, A, 
claim 1 

Document 4: WO, 98/32423, A (Takeda Chemical Industries, Ltd.), 30 July, 1998 (30.07.98), claims 181 
55; & JP, 10-273447, A, claims 18, 55 

Document 5: US, 5677171, A (Genentech Inc.), 14 October, 1997 (14.10.97), claim 30; & WO, 89/6692, 
A&JP, 3-502885, claim 30 

Document 6: Overexpression of her-2/neu in human prostate cancer and benign hyperplasia, (GU, 
Kefeng et al.), Cancer Letters, 1996, Vol.99, pages 185-189; see page 185, line 1 

Document 7: WO, 98/3505, A2 (Takeda Chemical Industries, Ltd.), 29 January, 1998 (29.01.98), claim 
13; & EP, 912562, Al; & JP, 1 1-60571, A, claim 13 

Concerning claims 1-5, 8, 10 

Document 1 discloses the fact that, if an antiandrogen and an LHRH agonist are administered into 
prostate cancer cells, then the appearance of androgen-independent cells can be kept to a minimum. The 
subject matter of claims 1-3, 8 and 10 is thus considered not to be novel. 

Document 2 discloses the fact that, by intermittently administering androgen into prostate cancer 
cells, the progress into the androgen-independent type can be retarded. The subject matter of claims 1, 8 
and 10 is thus considered not to be novel. 

Document 3 discloses a medicinal agent for treating prostate cancer that makes use of an LHRH 
agonist. In the final analysis, the agents for retarding the change of hormone-dependent cancer into 
hormone-independent cancer disclosed in claims 1-3, 8 and 10 of the present application are, like the 
medicinal agent disclosed in document 3, used in the treatment of prostate cancer, and so the two cannot 
be distinguished from one another, meaning that the subject matter of claims 1-3, 8 and 10 is considered 
not to be novel. Moreover, looking at the description of the present application, no adequate 
pharmacological experiments or the like are disclosed that show that the medicinal agents of the present 
application are agents for retarding the change of hormone-dependent cancer into hormone-independent 
cancer and not merely therapeutic agents. 

Document 4 [claim 18] discloses a physiologically active peptide that is the same as the LHRH 
derivative disclosed in claim 4 of the present application. Moreover, the same document [claim 55] 
discloses therapeutic agents for prostate cancer that contain physiologically active peptides including 
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Continuation of Box V (Citations and explanations): 

said peptide. In the final analysis, the agents for retarding the change of hormone-dependent cancer into 
hormone-independent cancer disclosed in claims 1-5, 8 and 10 of the present application are, like the 
medicinal agents disclosed in document 4, used in the treatment of prostate cancer, and so the two cannot 
be distinguished from one another, meaning that the subject matter of claims 1-5, 8 and 10 is considered 
not to be novel. Moreover, looking at the description of the present application, no adequate 
pharmacological experiments or the like are disclosed that show that the medicinal agents of the present 
application are agents for retarding the change of hormone-dependent cancer into hormone-independent 
cancer and not merely therapeutic agents. 



Concerning claims 6, 7 

Document 5 discloses a method for inhibiting the multiplication of tumor cells that involves 
administering an HER2 receptor inhibitor to the patient. 

Document 6 discloses the fact that the HER2 receptor is expressed in prostate cancer cells. 

Document 7 discloses a tyrosine kinase inhibitor that selectively inhibits the multiplication of prostate 
cancer cells. 

It is common for a person skilled in the art to use a number of anti-cancer agents together in the 
treatment of cancer. It is thus considered that using the medicinal agents disclosed in documents 1-4 
together with an HER2 receptor inhibitor or a tyrosine kinase inhibitor would be obvious to a person 
skilled in the art, and thus that the subject matter of claims 6 and 7 of the present application does not 
involve an inventive step. 
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(57) Abstract 

Agents for retarding the change of hormone-dependent cancer into hormone-independent cancer which contain hormonal drugs. The 
above agents can effectively exert an effect of retarding the change of hormone-dependent cancer into hormone-independent cancer. 



